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prelirninary examination and that "any Contracting State may apply addmor\al or different criteria for the
purposes of deciding whether, in that State, the claimed inventions is patentable or not" (see also Article
27(b)). Such additional criteria may relate, for example, to exemptions from patentability, requirements for
enabling disclosure, clarity and support for the claims.

1. The applicant is hereby notified that this international Preliminary Examining Authority transmits herewith the
international preliminary report on patentability and its annexes, if any, established on the international

2. A copy of the report and its annexes, if any, is being transmitted 1o the International Bureau for

3. Where required by any of the elected Offices, the international Bureau will prepare an English translation of
the report (but not of any annexes) and will transmit such translation to those Offices.

The applicant must enter the national phase before each elected Office by performing certain acts (filing
translations and paying national fees) within 30 months from the priority date (or later in some Offices)
(Article 39(1)) (see also the reminder sent by the International Bureau with Form PCTAB/&01).

Where a translation of the international application must be furnished to an elected Office, that translation
must contain a translation of any annexes to the international preliminary report on patentability. It is the
applicant's responsibility to prepare and furnish such translation directly to each elected Office concerned.
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1.  This report is the international preliminary examination report, established by this International Preiiminary Examining
Authority under Arficle 35 and transmitted to the applicant according to Article 36.

2. This REPORT consisis of a total of 9 sheets, including this cover sheet.
3.  This report is also accompanied by ANNEXES, comprising:
a. sent to the applicant and to the International Bureau) a total of 7 sheets, as follows:

D] sheets of the description, claims and/or drawings which have been amended and are the basis of this report
and/or sheets containing rectifications authorized by this Authority (see Rule 70.16 and Section 607 of the
Administrative Instructions).

[0 sheets which supersede earlier sheets, but which this Authority considers contain an amendment that goes

beyond the disclosure in the international application as filed, as indicated in item 4 of Box No. | and the
Supplemental Box.

b. [0 (sent to the international Bureau only) a total of (indicate type and number of electronic carrier(s)) , containing a
sequence listing and/or tables related thereto, in computer readable form only, as indicated in the Supplemental
Box Relating to Sequence Listing (see Section 802 of the Administrative Instructions).

4. This report contains indications relating to the following items:

< Box No. | Basis of the opinion

D4 Box No. i Priority

Box No. 1 Non-establishment of opinion with regard to novelty, inventive step and industrial applicability
Box No. IV Lack of unity of invention

X

Box No. V Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial
applicability; citations and explanations supporting such statement

[0 Box Ne. VI  Certain documents cited
¥ Box No. ¥li  Certain defests in the internatichiai-appiicatior
1 Box No. VilII Certain observations on the internationai application
Date of submission of the demand Date of completion of this report
12.07.2005 08.12.2005
Name and mailing address of the international Authorized Officer ,
preliminary examining authority: & "‘"fm,,(
—————  European Patent Office - P.B. 5818 Patentlaan 2 N N\ 2
NL-2280 HV Rijswijk - Pays Bas Cielen, E t 0 ; :
g) Tel. +31 70 340 - 2040 Tx: 31 651 epo 1l J £
Fax: +31 70 340 - 3016 Telephone No. +31 70 340-4540 g s

Form PCTAPEA/408 (Cover Sheet) (January 2004)




INTERNATIONAL PRELIMINARY REPORT International application No.
ON PATENTABILITY PCT/EP2004/010198

Box No.! Basis of the report

1. With regard to the language, this report is based on the international application in the language in which it was
filed, unless otherwise indicated under this item.

L1 This report is based on translations from the original language into the following language ,
which is the language of a translation furnished for the purposes of:
L1 international search (under Rules 12.3 and 23.1(b))
[J publication of the international application (under Rule 12.4)
LI international preliminary examination (under Rules 55.2 and/or 55.3)

2. With regard to the elements” of the international application, this report is based on (replacement sheets which
have been furnished to the receiving Office in response to an invitation under Article 14 are referred to in this
report as "originally filed" and are not annexed to this report):

Description, Pages

1-58 as originally filed

Claims, Numbers

1-7 filed with telefax on 28.10.2005

Drawings, Sheets

1/7-7/7 as originally filed

L1 asequence listing and/or any related table(s) - see Supplemental Box Relating to Sequence Listing

3. X The amendments have resulied in the cancellation of:

O the description, pages

the claims, Nos. 8-12

O the drawings, sheetsfigs

O the sequence listing (specify):

L1 any table(s) related to sequence listing (specify):

4. [0 This report has been established as if (some of) the amendments annexed to this report and listed below
had not been made, since they have been considered to go beyond the disclosure as filed, as indicated in the
Supplemental Box (Rule 70.2(c)).

the description, pages

the claims, Nos. )

the drawings, sheetsfigs

theseguence listing {specify):

any table(s) related to sequence listing (specify):

ooooo

* If item 4 applies, some or all of these sheets may be marked "superseded. "

) ATADEA S
Form PCTAPEA/408 {



INTERNATIONAL PRELIMINARY REPORT International application No.
ON PATENTABILITY PCT/EP2004/010198

Box No. li  Priority

1. X
2. 1

This report has been established as if no priority had been claimed due to the failure to furnish within the
prescribed time limit the requested:

copy of the earlier application whose priority has been claimed (Rule 66.7(a)).
[ transiation of the earlier application whose priority has been claimed (Rule 66.7(b)).

This report has been established as if no priority had been claimed due to the fact that the priority claim has
been found invalid (Rule 64.1). Thus for the purposes of this report, the international filing date indicated
above is considered to be the relevant date.

3. Additional observations, if necessary:

Box No. lli Non-establishment of opinion with regard to novelty, inventive step and industrial
applicability

1. The questions whether the claimed invention appears to be novel, to involve an inventive step (io be non-
obvious), or to be industrially applicable have not been examined in respect of:

O

X

the entire international application,
claims Nos. 1-6 (all partially)
because:

the said international application, or the said claims Nos. relate to the following subject matter which does
not require an international preliminary examination (specify):

the description, claims or drawings (indicate particular elements below) or said claims Nos. are so unclear
that no meaningful opinion could be formed (specify):

the claims, or said claims Nos. are so inadequately supported by the description that no meaningful opinion
could be formed.

no international search report has been established for the said claims Nos. 1-6 (all partially)

the nucleotide and/or amino acid sequence listing does not comply with the standard provided for in Annex
C of the Administrative Instructions in that:

the writien form O  has not been furnished
L1 does not comply with the standard
the computer readable form 0  has not been furnished
[l does not comply with the standard
the tables related to the nucleotide and/or amino acid sequence listing, if in computer readable form only, do

not comply with the technical requirements provided for in Annex C-bis of the Administrative Instructions.

See separate sheet for further details



INTERNATIONAL PRELIMINARY REPORT International application No.
ON PATENTABILITY PCT/EP2004/010198

Box No. IV Lack of unity of invention

1. B4 In response to the invitation to restrict or pay additional fees, the applicant has:
O restricted the claims.
paid additional fees.
O paid additional fees under protest.
[ neither restricted nor paid additional fees.

2. 0 This Authority found that the requirement of unity of invention is not complied with and chose, according to
Rule 68.1, not to invite the applicant to restrict or pay additional fees.

3. This Authority considers that the requirement of unity of invention in accordance with Rules 13.1, 13.2 and 13.3
is

L] complied with.
O  not complied with for the following reasons:

4. Consequently, this report has been estabiished in respect of the following parts of the international application:
all parts.

O  the parts relating to claims Nos. .

Box No.V  Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial
applicability; citations and expianations supporting such statement

1. Statement

Novelty (N) Yes: Claims 1-7
No: Claims -

Inventive step (I1S) Yes: Claims 1-7
No: Claims -

Industrial applicability (1A) Yes: Claims 1-7
No: Claims

2. Citations and explanations (Rule 70.7):

see separate sheet

Box No. VII Certain defects in the international application

The following defects in the form or conients of the international application have been noted:

see separate sheet

Form PCTAPEA/4



INTERNATIONAL PRELIMINARY REPORT international application No.
ON PATENTABILITY PCT/EP2004/010198

Box No. VilI  Certain observations on the international application

The following observations on the clarity of the claims, description, and drawings or on the question whether the
claims are fully supported by the description, are made:

see separate sheet
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(SEPARATE SHEET) PCT/EP2004/010198

Re liem |
Basis of the report }

The amendments filed with the telefax dated 28.10.2005 are in accordance with Article
34(2)(b) PCT. See, however, item VIL.

Re ltem lli
Non-establishment of opinion with regard to novelty, inventive step and industrial
applicability

llLi. Present claims 1-6 relate to a large number of possible compounds, namely “a
dihydro- or tetrahydropteridine derivative thereof”. Support within the meaning of Article 6 PCT
and disclosure within the meaning of Article 5 PCT is to be found, however, for only a small
proportion of the compounds claimed. In the present case, the claims so lack support, and the
application so lacks disclosure, that a meaningful search over the whole of the claimed scope
is impossible. Consequently, the search has been carried out for those parts of the claims
which appear to be supported and disclosed, namely those parts relating to the compounds
of general formula (I) and/or a pharmaceutically acceptable addition salt thereof and/or a
stereoisomer thereof and/or a mono- or a di-N-oxide thereof and/or a solvate thereof and the
compounds specifically mentioned in claim 7, with due regard to the general idea underlying
the application.

I1Lii. No opinion will be given in respect of subject-matter which is not covered by the
search report (Rule 66.1(e) PCT) (see also item V.i).

Re ltem IV
Lack of unity of invention
For the claims as originally filed, & lack of unity objection within the meaning of Rule 18.1

PCT was raised. As the Applicant has had a search report drawn up on all inventions, the ap-
plication will be prosecuted on the basis of the inventions in respect of which a search
has been carried out, in other words ali inventions as originally defined, i.e. present
claims 1-7.

form PCT/Separate Sheet/409 (Sheet 1) (EPO-January 2004)



INTERNATIONAL PRELIMINARY International application No.
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Re ltem V
Reasoned statement with regard to novelty, inventive step or industrial applicability;
citations and explanations supporting such statement

V.i. Attention is drawn to the fact that the present statement expressed as to novelty,
inventive step and industrial applicability refers only to matter for which an International
Search Report has been drawn up (i.e. only for the use of the compounds of general formula
(I) and/or a pharmaceutically acceptable addition salt thereof and/or a stereocisomer thereof
and/or a mono- or a di-N-oxide thereof and/or a solvate thereof and the compounds
specifically mentioned in claim 7 for the prevention or treatment of toxic effects of TNF-alpha,
alcohol-induced hepatitis and cachexia, with due regard to the general idea underlying the
application).

V.ii. Article 33(2) PCT.

The present application meets the criteria of Article 33(1) PCT, because the subject-
matter of claims 1-7 is new in the sense of Article 33(2) PCT.

None of the cited prior art documents discloses the use of the presently claimed pteridine
derivatives of formula (l) for the treatment of toxic effects of TNF-aipha, alcohol-induced
hepatitis or cachexia.

V.iii. Article 33(3) PCT.

(a) The problem to be solved by the present application is the provision of alternative
medicines for the prevention or treatment of TNF-alpha mediated disorders, selected from the
group consisting of toxic effects of TNF-alpha, alcohol-induced hepatitis or cachexia.

The propossd solution is the use of pteridines-of general formula (1).

(b) Bearing in mind items liL.ii and V.i, the use of compounds of present formula (1) for
the prevention or treatment of toxic effects of TNF-alpha, cachexia and alcohol-induced
hepatitis may appear inventive in the light of the cited prior art.

The presently disclosed data only relate to (1) TNF-alpha inhibition (exampie 195), (2)

e

Form PCT/Separate Sheet/409 (Sheet 2) (EPO-January 2004)
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protection against lethal toxic shock (example 196), (3) protection against a lethal dose of
TNF-alpha and (4) reduction of tumor growth while reducing TNF-alpha toxicity, by the
compounds of general formula (1).

However, an inventive step for the treatment or prevention of cachexia and alcohol-
induced hepatitis appears to be present since the involvement of TNF-alpha in each of these
diseases was already known before the date of the application (documents not shown).

Re ltem Vi
Certain defects in the international application

VIL.i. Several compounds of claim 7 do not fit in claim 1 because of the substituents on
the phenyl group in position 6. Claim 7 should therefore partially have been drafied as an
independent claim.

VILii. Equally, due to the amendments made for the substituents R, and R, in formula
() (claim 1), several of the embodiments of claim 4 cannot be dependent on claim 1 any more.

Re ltem Vi
Certain observations on the international application
Claims 1-6 of the present application relate to a wide variety of compounds which all are
supposed to be effective as medicaments for preventing or treating toxic effects of TNF-alpha,
alcohol-induced hepatitis or cachexia. In fact, as far as the embodiment "and/or a dihydro- or
tetrahydropteridine derivative thereof" is concerned, these claimed variants appear to be
disproportionate to what actually is disclosed and supported by pharmacological evidence, as
no synthetic or pharmacologic example of such a compound couid be found in the application.
As a rule, protection conferred by a patent should be commensurate with the range of
compounds for which the effect has been properly demonstrated, including obvious variants
- thereof. This appears not to be the case hers; thersfore the present application as it stands
falis foul of the clear provisions of Article 6 PCT (see also itemn HLi).

Form PCT/Separate Sheet/409 (Sheet 3) (EPO-January 2004)
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1. Use of a pleridine derivative for the manufacture of & medicament for the prevention or freatment
of a disorder in a mammal, the said disorder being selected from the group consisting of toxic effects

of TNE-q, alcohol-induced hepatilis, and cachexia,

the said
Ry~

Rz
wherain

pteridine derivative having the general formula (1):

X
N™ ™= N\ Rs
et
N SN R,

X represents an oxygen atom or a group with the formula S(D), wherein m is an integer

from O to 2, or a group with the formula NZ and wherein:

R, is selected from the group consisting of methyi, ethyl, isopropyt and pentyl;

Z is a group independently defined as R; or Z is hydrogen or the group NZ together with
R, is either hydroxylamino or an optionally substituted heterogyclic group containing at
least one nitrogen stom;

R; is selected from the group consisting of amino; acylamino;

R; is an atrorn or 2 group selected from the group consisting of hydrogen; halogen; Chra
alkyl; Gz, alkenyl; C,» alkynyl, halo C;; alkyl: carboxy C.r alkyl; acetoxy C.> atkyl
carboxyaryl, C.; alkoxy: Caao Cycioalkoxy. aryloxy; arylalkyloxy: oxyheterocyclic:
heterocyclic-substituted  alkyloxy; thio Ci; alkyl; thio Cs.4o cycloalkyl; thioaryl;
thiohetsrocyclic; arylalkyithio; heterocyclic-substituted alkylthio: amino; hydroxylaming;
mercapto-amino; acylamino; thisacylamino; alkoxyaming; thinalkylamino; acetal;
thioacetal; carboxylic acid; carboxylic acid esters, thioesters, haiides, anhydrides, amides
and thicamides; thiocarboxylic acid; thiocarboxylic acid esters, thioesters, halides,
anhydrides, amides and thioamidas; hydroxyl; sulfhydryl; nitro, cyano; carbamoyl
thiocarbamoy!, ureido; thio-ureido; alkylamino: cycloalkytamine; alkenylamino,
cycloalkenylamine; alkynyl-amino; aryiaming;  arylalkylamino; . hydroxyalkylamino;
mercapto-alkylaming; heterocyclic amino; heterocyclic-substituted alkylamino; oximino:
alkyloximing; hydrazino; alkylhydrazing; phenythydrazino; cysteinyl acid, esters,
thioestars, halides. anhydrides, amides and thicamides thereof. aryl groups optionally
substituted with one or more substituents selected from the group consisting of halogen,
Cy.7 alkyl, C..7 alkoxy: optionally substituted heterocyclic radicals; aromatic or heterocyclic
substitusnts substituted with an ailphatic spacer between the pieridine fing and the
aromatic or heterocyclic substitueni, whereby sald aliphatic spacer is a branched or
straight, saturated or unsaturated aliphatie chain of 1 to 4 carbon afoms; branched or

straight, saturated or unsaturated aliphatic chains of 1 to 7 carbon atoms; and

ons D NNa
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2

- Ry is an atom or a group defined as R,, or R; together with R, forms a homocyclic or
heterocyclic radical;
and/or being a pharmaceutically acceptable addition salt therenf and/or a sterenisomer thereof
and/or 2 mono- or a di-N-oxide thereof and/or a solvate and/or a dihytro- or tetrahydropteridine
derivative thereof.

2. Use according to claim 1, wherein R, is hydrogen or methoxy.

3. Use according io claim 1, wherein R; is 3-thienyl, 2-thienyl or a phenyl group with one or more

substituents.

4. Use gcecording to claim 1, wherein Rs is 2 phenyl group with one or more substituents sach
independently selectad from the group congisting of fiuoro, methoxy, aethoxy, triffuoromethyl,
dimethylamino, chiloro, cyano, methyl, ethyi, carboxymethyl, methyithio, dimethylcarboxamido,
diethylcarboxamido and methyicarboxylate,

5. Use according to claim 1, wherein;
- XisNZ,
- Z iz selected from the group consisting of hydrogen, methyl, ethyl, n-propyl and benzyl,
and
- R, is selectad from the group consisting of mathyl, ethyl, n-prapyi and benzyi.

€. Use according to claim 1, wherein X is NZ and wherain the group NZ together with R, is
selected from the group cansisting of tetrahydropyridinyl, hydroxylamine, morpholinyi,
piperidinyl, piperazinyl, 1,2 4-riazolyl and N-methyiplperazinyl.

7. Use according to claim 1, wherein the pteridine derivative is a compound selected from the
group consisting of:
- 2-amino-4-sthoxypteridine
- 2-amino-4-ethoxy-G-chloro-pteriding
- 2-aminp~4-athoxy-6-(4-methoxyphanyl)-pteriding
- 2-amino-4-sthoxy-6-(2-meathoxyphenyl}-pteridine
- Z-amino-4-ethoxy-6-(3-methoxyphenyi}-pierdine
- 2-amino-4-ethoxy-6-(3,4-difluorophenyl)-pteridine
- Z-amino-4-athoxy-6-(4-dimethyiaminophenvl)-pteridine
- .?:—am%na—«%—ehﬁaxy-s-ié—ﬁ‘iﬁuamﬁiethy‘:p'ﬁéﬁyé}—ﬁiéfifiine

- Z-amino-4-ethoxy-6-(2-thienyi}-pteridine

AMENDED SHEET
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2-amino-4-ethoxy-6-{3-thienyl}-pteridine
2-amino-4-sthoxy-6-(3.4-dichiorophenyl)-pteridine
2-amino-d-ethoxy-6-{4-cyanophenyl}-pteridine
2-amino-4-athoxy-6-(4-ethoxyphenyl)}-pteridine
2-amino-4-ethoxy-8-(4-flucrophenyl)-pteridine
2-amino-4-ethoxy-6-(4-ethylphenyl)-pteridine
2-amino-4-ethoxy- 6—(4-acetylphsnyl)-ptendme
2-amino-4-athoxy-6- (3-ﬁuoro-4-rnethyiphenyl)—ptendme
2-amino-4-sthoxy-6-(4-methylthiophenyl)-pteridine
2-amino~4-ethoxy-6-(4-N.N-dimethylbenzamido)-pteridine
2-amino-4-isopropoxypleridine
2-amino-<-isopropoxy-6-chioropteridine
2-amino-4-isopropoxy-6-(3-methyl-4-methoxyphenyl)-pteridine
2-amino-4-isopropoxy-6-(3,4-dimethyiphenyi)-pteridine
2-amino-4-isopropoxy-8-(3-chloro-4-trifluoromethylphenyl)-pteridine
2-amino-4-isopropoxy-6-(3-chiorol-4-flucrophenyi)-pteridine
2-amino-4-isopropoxy-8-(4-N,N-gisthylbenzamidec)-pteridine
2-amino-4-isopropoxy-6-(4-trifiuoromethylphenyl)-pteridine
2-amino~4-isopropoxy-6-(3,4-diflucrophenyl)-pteridine
Z2-amino-4-isopropoxy-6-{(4-methoxyphenyl)-pteridine
2-amino-4-isopropoxy-6-{4-ethoxyphenyl)-pteridine
Z2-amino-4-isopropoxy-6-(4-N,N-dimethylbenzamido)-pteridine
2-amino-4-isopropoxy-6-(3-thienyl)-pteriding
2-amino-4-isopropoxy-6-(4-cyanophenyl}-pteridine
2-amino-4-isopropoxy-6-(4-banzoic acid methyt ester)-pteridine
Z-amino-4-isopropoxy-G-{4-acetyiphenyl)-pteridine
2-amino-4-isopropoxy-8-(3,4-dimethaxyphenyl}-pteridine
2-amino-4-ethylthic-6-(3 4-dimethoxyphenyl)-pteridine
2-amino-4-isopropyithio-8-(3,4-dimethoxyphenyl)-pteriding
2-amino-4-pentoxy-6-styrylpteriding,
2-amino~4-n-pentoxy-6-(1,2-dibromo-Z-phenyiethyij-pteridine,
2-amino-4-methoxy-6-styryl-7-methoxypteridine,
2-amino-4-dimethylaminu-6-phenyipteridine.
2-amino-4-dimethylamino-6-(4-tolyl)pteridine,
2-amino-4-dimethylaminc-6-(4-methoxyphenyl)pteridine,
Z-amins-4-gdiethylamino-5-phenyiptendins,
2-amino-4-diethylamino-6-(4-chlorophenvlipteridine,

AMENDED SH
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. 2.amino-4-diethylamino-8-(4-methoxyphenyl)pteridine,
- 2-amino-4-diethylamino-6-(3,4-dimethoxyphenyl)pieridine,
. 2-amino-4-dipropylamino-6-phenylpteridine,
. 2-amino-4-diprapylamino-6-(4-chiorophsnyl)pteridins,
5 - 2-zmino-4-dipropylamino-6-(4-methoxyphenyl)pteridine,
. 2-amino-4-dipropylamino-6-(3,4-dimethoxyphenyl)pteridine,
- 2-amino-4-morpholino-G-phenyipteridine,
- 2-amlno-4-mcrpholino-B—(4-chlorophenyi)pte;ﬁdine.
-  2Z-amino-4-morpholine-6-(4-methoxyphenyl)pteridine,
i0 - 2?-amino-4-morpholine-6-(3.4-dimethoxyphenyl)pteridins,
- 2-amino-4-piperidine-6-phenylpteridine,
- 2-amino-4-piperidino-6-(4-chiorophenyl) pteriding,
- 2-amino-4-piperidino-6-(4-methoxyphenyl)pteridine,
- 2-amino-4-piperidino-6-(3.4-dimethoxyphenyl)pteriding,
15 - 2-gmino-4-N-methylpiperazino-8-phenyipteridine,
- 2-amino-4-N-methylpiperazino-6-(4-chiorophenyl)pteridine,
- Z-gmino-4-N-methylpiperazino-6-(4-methcxyphenyl)pieridine,
- 2-aminc-4-methylpiperazino-6-(3,4-dimetnoxyphenyl)pteriding,
- Z2-amino-¢-pyrrolidinoc-6-(4-methoxyphenyl)pteridins,
20 - 2-amine-4-piperazino-6-phenyipteridine,
- 2-amino-4-piperazino-6-{4-chiorophenyl)pteridine,
- 2-amino-4-piperazino-6-(4-methoxyphenylpteridine,
- 2-amino-4-piperazino-8-(3.4-dimethoxyphenyl)pteridine,
- P2-amino-4-morpholino-6-(3,4,5-trimethoxypheanyl)pteridine,
25 - 2-amino-4-morpholino-6-(3,4-formylidene-3 4-dihydroxyphenyl)pteridine,
- 2-amino-4-dimethylamino-6-(3 4-formylidene-3.4-dihydroxyphenyl) pteridine,
- Z-amino-4-pyrrolidino-6-(2.4,dimethoxyphenyl)pteridine,
- 2-amino-4-dimetnylamino-6-(3,4-dimathoxyphenyl)pteridine,
- Z-amino-4-dimethylamino-6-methylpteridine,
30 -  2Z-zmino-d-gthoxy-8-phenyipteridine,
- 2-amino-4-propylamino-G-phenylpteridine,
" 2-amino-4-propylamine-6-(3.4-dimathoxyphenyl)pteriding,
- 2-acetamido-4-isopropoxy-6-(3.4-dimsthoxyphenyl)pteridine,
- Z-amino-4-ethoxy-6-(3.4-dimethoxyphenyljpieridine,
35 - 2-amino-4-{1.2,3,6-tetrahydrapyridinyl}-6-(3.4-dimethoxyphenyl}pteridine,
- Z-aminoc-é-sthoxy-pieridine,

- Zz-amino-4-sthoxypteridine-N°-oxide,
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. 2-amino-4-isopropoxypteridine-N°"-oxide,
. 2.amino-8-chloro-d-ethoxypteridine,
. 2-amino-6-chloro-4-isopropoxypteridine,
- 2-amino-6-(p-methoxyphenyl)-4-ethoxy-pteridine;
5 . 2-amino-6-(o-methoxyphenyi)-4-ethoxy-pisridine;
- 2-amino-B-(m-methoxyphenyl)-4-ethoxy-pteridine;
- 2-amino-6-(3,4-dfluorophenyl)-4-ethoxy-pteridine;
. 2-amino-5-(p-dimethylaminophenyl)-4-ethoxy-pteridine; e
. 2-amino-6-(p-triflucromethyiphenyl}4-ethoxy-pteridine;
10 - 2-amino-6-(2-thienyi)-4-athoxy-pieridine;
- 2-amino-8-(3-thienyl)-4-ethoxy-pteridine;
- 2-amino-6-(34-dichlorophenyi)-4-ethoxy-pteridine;
- 2-amino-6-(p-cyanophenyi}-4-ethoxy-pteridine;
- 2-amino-6-(p-ethoxyphenyl}-4-ethoxy-pteridine;
15 - 2-amino-8-(p-flugrophenyl)-4-ethoxy-pteridine;
- 2-amino-B-(p-ethyiphenyl)}-4-ethoxy-pteridine;
- 2-amino-6-(p-acetyliphenyl-4-athoxy-pteriding;
- 2-amino-6-(3-methyi-4-luorophenyl)-4-ethoxy-pteridine;
- 2-amino-B-(p-thiomethylphenyi}-4-sthoxy-pteridine;
20 - 2-amino-6-(p-N N-dimethylbenzamido)-4-ethoxy-pteridine;
- 2Z-amino-5-(3,4-dimethoxyphenyi)-4-ethoxy-pteridine,
- 2-amino-6-(3-methyl-4-methoxyphenyl)-4-isopropoxypteridine;
"« 2-amino-6-(3.4-dimethylphenyi)-4-isopropoxypteridine;
- Z2-amino-6-{3-chioro-4-triflucromethylphenyl)-4-isopropoxypteridine;
25 -  2-aminc-6-(3-chloro-4-fluaraphenyl}-4-isopropoxypieridine;
- 2-amino-6-(p-N.N-diethylbenzamido}-4-isopropoxypteridine:
- 2-amino-8-(p-trifluaromethylphenyl)-4-isopropoxypteridine;
- 2-amino-6-(3,4-difiuorophenyl}-d4-isopropoxypteridine:
- 2-amino-6-(p-methoxyphenyl)-4-isopropoxypteridine;
30 - 2-amino-B~(p-ethoxyphanyl}-4-isopropoxypteridine;
- 2-amino-6-(p-dimethylbenzamidoj-4-isopropoxypleridine;
- Z-amino-6-(3-thienyl)-4-isoprapoxypteriding;
- Z-zmino-6-(p-cyanophenyi}-4-isopropoxypieridine;
- 2Z-amino-8-{p-benzoic acid methyi ester)-4-isopropoxypteridine;

35 - 2-amino-8-{p-acetylphenyl)-4-isopropuxypieridine;
- 2-zmino-8-(3 4-dimethoxyphenyi}-4-isopropoxypteridine,
- Z.amino-4-mercaptosthyl-6-(3.4-dimethoxyphenyi} pierdine;
vt s 28720 710 /0N DM TN AMENDED SHEET
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. 2-amino-4-mercaptoisopropyi-6-(3.4-dimethoxyphenyl) pteridine,
- 2-acetylamino-4-(1,2,4-triazolyl)-6-(p-methoxyphenyl) pteridine,
- Z-acetylamino-4-(1,2 4-triazolyl}-7-(p-methoxyphenyl)pteridine,
. 2-amino-4-isopropoxy-7-{p-methoxyphenyl) pteridine,
5 - 2-amino-4-isopropoxy-7-(3,4-dimethoxyphenyl) pteridine,
- 2-amino-4-ethoxy-7-(3,4-dimethaxyphenyl) pteridine,
- 2-amino4-methoxy-7-(3.4-dimethoxyphenyl) pteriding,
- 2-amino-4-(1,2,3.6-tetrahydropyridinyl}-6-(3,4-dimethoxyphenyl)pteridine,
- 2-amino-4-(diethanolamine)-6-[[3,4-(dimethoxyphenyl}lpteridine, -
10 -  2-amino-4-thiomorpholino-6-[[3.4-(dimethoxyphenyl)jpteridine,
- 2-amino-4-morpholino-6-(4-acetanilide) pteridine,
- Z-amino-4-morphoiino-6-(3-acetanilide) pteridine,
- 2-amino-4-morpholino-6-(4-aminophenyt) pteridine,
. 2-amino-4-morpholino-6-(3-aminophenwl) pteridine,
15 - 2-amino-4-morpholino-6-(d-benzoyiaminophenyl) pteridine;
-  2-amino-4-merpholino-6-(4-phenoxyacetylaminophenyi) pteridine,
- Z-amino-4-morpholino-6~(4-propionylaminophenyl) pteridine;
- 2-amino-4-morpholino-B-(4-furoylaminophenyl) pteridine;
- 2-amino-4-morpholins-6-{4-cyciohexanoylaminophenwl) ptendine;
20 -  2-amino-4-norpholino-6-[4-(4-chlorobanzeyl)aminophenyl] pteridine;
-  2-amino-4¢-morphalino-6-(4-benzyloxyacetylaminophenyl) pteridine,
- 2-amino-4-marpholino-B-(4-isonicotinoylaminophenyl) pteridine:
-  2-amino-4-morpholino~-6-(4-naphtoylaminophenyl) pteridine;
-  2Z-amino-4-muorpholino-8-(4-methyisutfonylaminophenyl) pteridine;
25 - 2-amino-4-morpholino-8-{4-ethylsuccinylaminophenyl) ptaridine;
- 2-amino-4-morpholino-6-[4-(4-methylbenzoate)aminophenyl) pteriding;
-  2-amino-4-morpholino-6-(3-benzoylaminophenyl) pteridine;
-  2-amino-4-morpholinc-6-(3-benzensulfonyleminophenyl) pteridine;
- Z-amine-4-morphoiino-6-(3-phenoxyacetylaminophenyl) pteriding;
3 - Z-aminc<d-marpholinc-6-(3-isonicotinoylaminophenyl) pteridine:
- Z-amino-4-morpholinc-6-{3-cyclohexanoyiaminophenyl) pteriding;
- Z2-amino-4-morpholino-6-[3-(4-methylbanzoate)aminophenyl] pteridine;
- Z2-aminp-d-morpholino-6-{3-ethylsuccinylaminophenyl) pteridine:
- Z-amino-4-morpholino-6-(3-ethyimalonylaminophenyl) pteridine;

35 . Z-amino-4-morphelino-6-{3-benzylaxyacetylaminophenyt) pteridine;
= Z-aminc-d-merpholino-g-(3-ethylsulfanviaminophenyl)pteridine,
- 2-amino-$-morpholinc-5-[3-Boc-{L)-phenyialanins-aminophenyl] pteridine;
=
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- 2-amino<4-morpholino-6-[3-Boc-(D)-phenylalanine-aminophenyl] pteridine;
. 2-amino-4-morpholino-6-[3-Boc-(L)-tryptaphane-aminophenyi] pteridine;
- 2-amino-4-morpholing-6-[3-Boc-(D)-tryptophane-aminophenyl] pteridine,
- 2-amino-4-morpholino-6-(4-hydroxyphenyl) pteridine,
5 - 2-amino-4-morpholino-6-(4-sthoxyphenyl) pteridins;

- 2-amino-4-morpholino-6-(4-benzyloxyphenyl) pteridine:
- 2-amino-4-morpholino-8-(4-(phensthyloxy)-phenyl) pteridine; -
- 2-amino-4-morphoiino-6-(4-phenoxy-butyronitrila) pteridine;
- P-amino-4-morpholino-6-(4-propoxy-phenyl) pteridine;

10 -  2-amino-4morpholino-8-(4-phenoxy-butyric acid ethyl ester) pteridine;
- 2.amino-4-morphalino-6-{4-phenoxy-acatic acid ethyl ester) pteridine
- 2-amino-4-morpholino-6-{4-(2-methoxysathoxy)-phenyl) pteridine; and
-  2-amino-4-morpholino-6-{4-butoxy-phenyl}-plerdine.
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